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EXHIBIT B 

CLEAN SET OF ALL PENDING CLAIMS FOLLOWING ENTRY OF THE 

PRESENT AMENDMENT 



. (amended) A controUed-release Galenical preparation of pharmaceutically 

acceptable Diltiazem including the pharmaceutically acceptable salts thereof, 
suitable for evening dosing every 24 hours containing from about 120 mg to about 
540 mg of the form of Diltiazem with excipients to prc^vide controlled (sustained) 
release of the form of Diltiazem from the preparation for providing a Cmax of 
Diltiazem in the blood at between about 10 hours amd about 15 hours (Tmax) after 
administration of the preparation, the preparation being in a sustained-release 
dosage form in which the Diltiazem is adapted to be control released after 
administration of the preparation over a period of time and being adapted to release 
the Diltiazem 

(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 



(a) between about 1% and apout 15% after 2 hours; 

(b) between about 7% andy4bout 35% after 4 hours; 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55%yQnd about 80% after 14 hours; and 

(e) and in excess of al>out 75% after 24 hours. 

and/or (ii) into a buff ered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 9QDml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) befc^\^een about 7% and about 45% after about 4 hours; 

(c) between about 30% and about 68% after about 8 hours; 

(d) i/i excess of about 75% after about 24 hours. 



2. (amended) / A controlled-release Galenical preparation of pharmaceutically 
acceptable Diltpzem including the pharmaceutically acceptable salts thereof. 
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suitable for evening dosing every 24 hours containing fromyflbout 120 mg to about 
540 mg of the form of Diltiazem with excipients to provme controlled (sustained) 
release of the form of Diltiazem from the preparatiopr for providing a Cmax of 
Diltiazem in the blood at between about 10 hours ancf about 15 hours (Tmax) after 
administration, the preparation being in a sustainea-release dosage form in which 
the Diltiazem is adapted to be control relea/ed after administration of the 
preparation over a period of time and being adapted to release the Diltiazem 
(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 



(a) between about 4% and aboLft 8% after 2 hours; 

(b) between about 16% and al(out 21% after 4 hours; 

(c) between about 44% andyabout 52% after 8 hours; 

(d) between about 69% and about 76% after 14 hours; and 

(e) and in excess of aboiu 85% after 24 hours; 
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and/or (ii) into a buffered medium having a pH about 5.8 at the following rates 
measured using the method pi United States Pharmacopoeia No. XXIII at 100 rpm in 
900ml of the buffered medium: 

(a) between about 4% and about 15% after 2 hours; 

(b) between about 16% and about 30% after 4 hours; 

(c) between about 44% and about 62% after 8 hours; 

(d) in excess of about 80% aftej- 24 hours. 

/ 

3. (Amended) The preparation of olaim 1 wherein the Cmax of Diltiazem in the 
blood is obtained between about Vy- about 13 hours after administration of the 
preparation. 



^^^/^^ 4. (amended) The preparation of 

^ form of Diltiazem HCl. 



5. (amended) The preparat 

diffusion controlled preparatio 




1 or 2 wherein the Diltiazem is in the 



of claim 1 or 2 wherein the preparation is a 



\ 6. (amended) The preparation of claim 1 or 2 wherein the preparation releases 

Chf \. the Diltiazem at a rate of less t^n about 15% of the total amount of active per hour 
-^j^ ^/during dissolution. 

Of , 



7. (amended) 



The nreparation of claim 1 or 2 in capsule form. 




8. (amended) 



preparation of claim 1 or 2 in tablet form. 



9. (Twice Amended) The pr^aration of claim 2 wherein the preparation 
comprises a plurality of micrj?granules, wherein each microgranule comprises a 
central core of the form of diltiazem or a pharmaceutically acceptable salt thereof, 
associated with a wet^mg agent, wherein the central core is coated with a 
microporous membrar 





10. The preparation of claim 9 whe^£fm the Diltiazem is mixed (in whole or in 
part) with the wetting agent. 

11. (amended) The prepa^tion of claim 10 wherein the wetting agent assists to 
aintain the solubility of fene Diltiazem in each micrograniile, ensuring that the 

solubility of the Diltiazem is unaffected by the pH of the gastrointestinal tract or 
other adverse condition^ which the composition will meet therein. 

12. (Twice Amended) The^preparation of claim 9 wherein the membrane 
comprises a water-dispe;p^ble or water-soluble polymer and a water-, acid- and 
base-insoluble polym^i^f a neutral acrylic polymer which hydrates the preparation. 




13. (amended) The preffaration of claim 9 wherein the preparation comprises a 
mixture of the Diltiazem^nd/or pharmaceutically acceptable salt with the wetting 
agent and the memt)^ne comprises a water-dispersible or water-soluble polymer 
and a water-, acid-/and base-insoluble polymer of a neutral acrylic polymer which 
hydrates the preraration. 
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^ ol4/(Twice Amended) The preparation of claim 9 wherein the membrane 
comprises a neutral copolymer of afcrylic acid ethyl ester and acrylic acid methyl 
ester and hydroxypropylmethylc^llulose. 





15. (amended) The preparation of claim 14 wherein the membrane hydrates the 
core within a membrane which when /put in gastrointestinal fluid causes the 
membrane to swell while fluid penetarates and hydrates the microgranule, and 
dissolves the diltiazem and wetting ae^nt and benefits from a concentration gradient 
through the membrane (high concemration inside and low concentration outside). 

16. (amended) The preparation of claim 10 or 11 wherein the Diltiazem is 
mixed with the wetting agery and the membrane comprises N,N,N-trimethyl-2-[(2- 
methyl-l-oxo-2-propenyl)(Dxy]-chloride ethanaminium polymer with ethyl-2- 
propenoate and methyl-2ymethyl-2-propenoate and plasticizer combined to form the 
membrane thereby pro/iding a mechanism of release from this membrane which 
"washes" the diltiazem through pores created when the plasticizer incorporated in ^ 
the membrane, is re)^ased in gastrointestinal fluid. 

17. (AmendedV^ The preparation of claim 1 wherein the preparation comprises a 
plurality of /microgranules comprising a central core containing the form of 
diltiazem ^ated with a microporous membrane and the central core comprises 
Diltiazem or a pharmaceutical^ acceptable salt thereof associated with any suitable 
dissolution agent (other than a wetting agent) to assist in the release of the Diltiazem 
fronythe preparation. 



18. (Twice Amended) The preparation pi claim 2 wherein the preparation 
omprises a plurality of nucrogranules comprising a central core containing the form 
of diltiazem coated with a microporous/membrane and the central core comprises 
Diltiazem or a pharmaceutical^ acceptable salt thereof associated with any suitable 
dissolution agent (other than a wetting agent) to assist in the release of the Diltiazem 
from the preparation and wherein the dissolution agent is an organic acid selected 
from the group consisting of/adipic acid, ascorbic acid, citric acid, fumaric acid, 
malic acid, succinic acid, ancf tartaric acid, which permits the diltiazem to dissolve in 
gastrointestinal fluids whfen the microgranules pass into higher pH regions of the 
gastrointestinal tract of >rf\e intestine at which pH diltiazem is much less soluble. 




19. A method of treatment of a patient's hypertension and/or angina comprising 
the administration of the preparation^ of Diltiazem of claim 1 to the patient in the 



ti^or^ of 
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evening for effective treatment of the patient's hypertension and /or angina the next 
morning. / 

20. A method of treatment of a patient's hypertension and /or angina comprising 
the administration of the preparation of Diltiaz^rai of claim 2 to the patient in the 
evening for effective treatment of the patient'Sy^iypertension and /or angina the next 
morning. / 

21. A method of treatment of a patiem's hypertension and /or angina comprising 
the administration of the preparation/ of Diltiazem of claim 3 to the patient in the 
evening for effective treatment of the patient's hypertension and/or angina the next 
morning. / 

22. A method of treatment cff a patient's hypertension and/ or angina comprising 
the administration of the preparation of Diltiazem of claim 4 to the patient in the 
evening for effective treatmfent of the patient's hypertension and /or angina the next 
morning. / 

23. A method of treatment of a patient's hypertension and /or angina comprising 
the administration of the preparation of Diltiazem of claim 5 to the patient in the 
evening for effective treatment of the patient's hypertension and/or angina the next 
morning. / 

24. A method of treatment of a patient's hypertension and /or angina comprising 
the administration of the preparation of Diltiazem of claim 6 to the patient in the 
evening ioj effective treatment of the patient's hypertension and /or angina the next 
morning/ 

25. /a method of treatment of a patient's hypertension and/or angina comprising 
the administration of the preparation of Diltiazem of claim 7 to the patient in the 
evening for effective treatment of the patient's hypertension and /or angina the next 
morning. 

2fo. A method of treatment of a patient's hypertension and/ or angina comprising 
me administration of the preparation of Diltiazem of claim 8 to the patient in the 



evening for effective treatment of the patient's hypertension and /or an^na the next 
morning. 

27. A method of treatment of a patient's hypertension and/oi/angina comprising 
the administration of the preparation of Diltiazem of claim y to the patient in the 
evening for effective treatment of the patient's hypertensiorr and /or angina the next 
morning. 

28. A method of treatment of a patient's hypertension and/or angina comprising 
the administration of the preparation of Diltiaze;m of claim 10 to the patient in the 
evening for effective treatment of the patient's ]?(ypertension and /or angina the next 
morning. 

29. A method of treatment of a patients hypertension and/or angina comprising 
the administration of the preparation /f Diltiazem of claim 11 to the patient in the 
evening for effective treatment of the^atient's hypertension and /or angina the next 
morning. 

30. A method of treatment of a patient's hypertension and /or angina comprising 
the administration of the preparation of Diltiazem of claim 12 to the patient in the 
evening for effective treatrruent of the patient's hypertension and /or angina the next 
morning. 

31. A method of treatment of a patient's hypertension and/ or angina comprising 
the adnunistration of^he preparation of Diltiazem of claim 13 to the patient in the 
evening for effectiv^ treatment of the patient's hypertension and/or angina the next 
morning. 

32. A methc(d of treatment of a patient's hypertension and /or angina comprising 
the administration of the preparation of Diltiazem of claim 14 to the patient in the 
evening for/effective treatment of the patient's hypertension and /or angina the next 
morning. 



33. A method of treatment of a patient's hypertension and/ or angina comprising 
the administration of the preparation of Diltiazem of claim 15 to the patient in the 




evening for effective treatment of the patient's hypertensk^ and/or angina the next 
morning. 

34. A method of treatment of a patient's hypertension and/or angina comprising 
the administration of the preparation of Diltiazem of claim 16 to the patient in the 
evening for effective treatment of the patientjs hypertension and/or angina the next 
morning. 



35. A method of treatment of a palaent's hypertension and /or angina comprising 
the administration of the preparation of DiUiazem of claim 17 to the patient in the 
evening for effective treatment o0:he patient's hypertension and /or angina the next 
morning. 



36. A method of treatmefnt of a patient's hypertension and /or angina comprising 
the administration of the^preparation of Diltiazem of claim 18 to the patient in the 
evening for effective treatment of the patient's hypertension and /or angina the next 
morning. 



^^A^ (Amended) 
rna of Diltiazem. 



The preparation of claim 3 wher^n the preparation contains 120 




38. (Amended) The preparation of clain/3 wherein the preparation contains 180 
mg of Diltiazem. 



39. (Amended) 
mg of Diltiazem. 



The preparation Gff claim 3 wherein the preparation contains 240 



40. (Amended) 
mg of Diltiazem. 



The preparation of claim 3 wherein the preparation contains 300 



41. (Amended) The preparation of claim 3 wherein the preparation contains 360 
mg of Diltiazem. 



42. (Amended) 
mg of Diltiazem. 



he preparation of claim 3 wherein the preparation contains 420 
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43. A method of treatment of a patient's hypertension ^nd/or angina comprising 
the administration of the preparation of Diltiazem of claim 37, 38, 39, 40, 41 or 42 to 
the patient in the evening for effective treatment ot the patient's hypertension 
and /or angina the next morning. 




44. (Twice Amended) A controlled-rele^se Galenical preparation of 
pharmaceutically acceptable Diltiazem including the pharmaceutically acceptable 
salts thereof, suitable for evening dosing every 24 hours containing from about 120 
mg to about 540 mg of the form of Diltiaz/m with excipients to provide controlled 
(sustained) release of the form of Diltia^m from the preparation for providing a 
Cmax of Diltiazem in the blood at between about 10 hours and about 15 hours 
(Tmax) after administration of the preraration, the preparation being in a sustained- 
release dosage form in which the Diltiazem is adapted to be control released after 
administration of the preparation o\7er a period of time and being adapted to release 
the Diltiazem 

(i) into an aqueous medium af the following rates measured using the method of 
United States Pharmacopoeia No, XXIII at 100 rpm in 900 ml of water: 



(a) between about ifo and about 15% after 2 hours; 

(b) between about 7% and about 35% after 4 hours; 

(c) between abouy30% and about 58% after 8 hours; 

(d) between about 55% and about 80% after 14 hours; and 

(e) and in exces? of about 75% after 24 hours. 



and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm ih 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) /between about 7% and about 45% after about 4 hours; 

(c) / between about 30% and about 68% after about 8 hours; 

(d) in excess of about 75% after about 24 hours wherein the preparation 
comprises a plurality of microgranules, wherein each microgranule comprises a 
central core of tne form of diltiazem or a pharmaceutically acceptable salt thereof, 
associated with a wetting agent, wherein the central core is coated with a 
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microporous membrane and wherein the wetting agenj?^s selected from the group 



]^ consisting of: 





sugars; 

saccharose, marmitol, sorbitol; 
lecithins; 

Ci2 to C20 fatty acid esters of sac^rose,; 
xylose esters or xylites; 
polyoxyethylenic glycerride^; 
esters of fatty acids and polyoxyethylene; 
sorbitan fatty acid ester 

polyglycides-glyceri^s and polyglycides-alcohols esters and 
Metal salts. 



45. (amended) The preparation of claim 9 wherein the wetting agent is in 
association with the diltiazem in the microgranule and not mixed therewith, the 
membrane comprises a water-soluble or water dispersible polymer or copolymer 
and a water-, acid- and base-insoluble polymer which is a neutral copolymer of 
acrylic acid ethyl ester and acrylic acid methyl ester enabling the bead to be 
hydrated by the introduction of intestinal fluids into the core hydrating the core and 
therefore mixing the diltiazem and the wetting agent. 

46. A method of treatment of a patient's hypertension/and /or angina comprising 
the administration of the preparation of Diltiazem of/claim 44 to the patient in the 
evening for effective treatment of the patient's hype^ension and/or angina the next 
morning. 

47. (Amended) A method of treatment Vof a patient's hypertension and /or 
angina comprising the administration of the preparation of Diltiazem of claim 3 to 
the patient in the evening for ef f ective/treatment of the patient's hypertension 
and /or angina the next morning whe^in each microgranule comprises a central 
core of the form of diltiazem or a phaymaceutically acceptable salt thereof, associated 
with a wetting agent, wherein me central core is coated with a microporous 
membrane and wherein the wetting agent is in association with the diltiazem in the 
microgranule and not mixed th/rewith, the membrane comprises a water-soluble or 
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water dispersible polymer or copolymer and a watec^, acid- and base-insoluble 
polymer which is a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl ester enabling the bead to be hydra ted by the introduction of intestinal fluids 
into the core hydrating the core and therefore mixiyig the diltiazem and the wetting 
agent. 

48. (Twice Amended) A controlled-reh^ase Galenical preparation of 
pharmaceutically acceptable Diltiazem inclmiing the pharmaceutically acceptable 
salts thereof, suitable for evening dosing eyery 24 hours containing from about 120 
mg to about 540 mg of the form of Diltiaiem with excipients to provide controlled 
(sustained) release of the form of Diltiazem from the preparation for providing a 
Cmax of Diltiazem in the blood at be/cween about 10 hours and about 15 hours 
(Tmax) after administration of the preparation, the preparation being in a sustained- 
release dosage form in which the Didtiazem is adapted to be control released after 
administration of the preparation o^er a period of time and being adapted to release 
the Diltiazem 

(i) into an aqueous medium the following rates measured using the method of 
United States Pharmacopoeia >sLo. XXIII at 100 rpm in 900 ml of water: 



(a) between about 1% and about 15% after 2 hours; 

(b) between about/7% and about 35% after 4 hours; 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55% and about 80% after 14 hours; and 

(e) and in excess of about 75% after 24 hours. 



and /or (ii) into a bmfered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpn/in 900ml of the buffered medium: 

(a) / between about 1% and about 25% after about 2 hours; 

(b) / between about 7% and about 45% after about 4 hours; 

(c) / between about 30% and about 68% after about 8 hours; 

{dp in excess of about 75% after about 24 hours, wherein the 
preparation comprises a plurality of microgranules, wherein each microgranule 
comprises a oentral core of the form of diltiazem or a pharmaceutically acceptable 
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salt thereof, associated with a wetting agent, wherein the central core is coafted with 
a microporous membrane in which the core and membrane comprise: / 







O/ TA7 /TAT / 
% W/W / 


(a) 


Diltiazem hydrochloride 


69-73 / 


vt>; 


iviicrocrystaiime ceiiuiose 


o - y.O / 




1 oviaone JvoU 


i - z / 


(d) 


bucrose stearate 


7 - 8 / 




Magnesium stearate NTF 


U.O /Z.D 


/'A 


X^l.^ T TCT> 

laic Ubl 


- 5.(4 


(g) 


Titamum dioxide (USP) 


/0.I5 - 0.3 


(h) 


Hydroxypropylmethylcellulose 2910 


/ 0.3 - 0.6 


(i) 


Polysorbate 80 (tween) 


/ 0.01 - 0.025 


(j) 


Simeticone C emulsion USP (dry of 30% 


/ 0.01 - 0.015 


(k) 


a neutral copolymer of acrylic acid em 


yl ester and acrylic acid methyl ester 




(dry of 30%) / 


7-11 




Purified water USP / 


0 (used for mixing). 



49. (Amended) A method of tr/atment of a patient's hypertension and /or 
angina comprising the administraticm of the preparation of Diltiazem of claim 48 to 
the patient in the evening for e/fective treatment of the patient's hypertension 
and/ or angina the next morning/ 

50. (Twice Amended) a/ controlled-release Galenical preparation of 
pharmaceutically acceptable Diltiazem including the pharmaceutically acceptable 
salts thereof, suitable for e^vening dosing every 24 hours containing from about 120 
mg to about 540 mg of me form of Diltiazem with excipients to provide controlled 
(sustained) release of me form of Diltiazem from the preparation for providing a 
Cmax of Diltiazem in the blood at between about 10 hours and about 15 hours 
(Tmax) after administration of the preparation, the preparation being in a sustained- 
release dosage form in which the Diltiazem is adapted to be control released after 
adnunistration oythe preparation over a period of time and being adapted to release 
the Diltiazem / 

(i) into an aqueous medium at the following rates measured using the method of 
United Statea/Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 
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between about 1% and about 15% after 2 hours; 
between about 7% and about 35% after 4 hour^ 
between about 30% and about 58% after 8 hgrurs; 
between about 55% and about 80% after 14^hours; and 
and in excess of about 75% after 24 hours 



and/ or (ii) into a buffered medium having a pHr between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered ntedium: 

(a) between about 1% and al^^ut 25% after about 2 hours; 

(b) between about 7% and ^about 45% after about 4 hours; 

(c) between about 30% amd about 68% after about 8 hours; 

(d) in excess of abouV 75% after about 24 hours, wherein the 
preparation comprises a plurality of/microgranules, wherein each microgranule 
comprises a central core of the forin/of diltiazem or a pharmaceutically acceptable 
salt thereof, associated with a wetting agent, wherein the central core is coated with 
a microporous membrane in whicM the core and membrane comprise: 



(i) 



in the core. 



(a) betweeiV about 50% and about 85% (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and 

(b) between about 2% and about 25% wetting agent (% w/w of the 
total preparation); 

together witlysuitable adjuvants; and 

(ii) in the membrane. 



(ci between about 0.1% and about 2% of the total preparation of 
/ater-soluble and /or water-dispersible polymer; and 
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(d) between about 5% and about 20% (% w/w of th^ preparation) 
of a neutral copolymer of acrylic acid ethyl esteryand acrylic acid 
methyl ester, together with suitable adjuvants. 



51. "A method of treatment of a patient's hypertension ai?Ki/or angina comprising 
the administration of the preparation of Diltiazem of claftm 50 to the patient in the 
evening for effective treatment of the patient's hypertension and /or angina the next 
morning. 



52. (Twice Amended) A controlled-releyse Galenical preparation of 
pharmaceutically acceptable Diltiazem incliming the pharmaceutically acceptable 
salts thereof, suitable for evening dosing e^ry 24 hours containing from about 120 
mg to about 540 mg of the form of Diltia/em with excipients to provide controlled 
(sustained) release of the form of Diltmzem from the preparation for providing a 
Cmax of Diltiazem in the blood at h4tween about 10 hours and about 15 hours 
(Tmax) after administration of the p/eparation, the preparation being in a sustained- 
release dosage form in which the/Diltiazem is adapted to be control released after 
administration of the preparatioi?l over a period of time and being adapted to release 
the Diltiazem 

(i) into an aqueous medii/m at the following rates measured using the method of 
United States Pharmacopo^a No. XXIII at 100 rpm in 900 ml of water: 

(a) between aj^^out 1% and about 15% after 2 hours; 

(b) betweeny4bout 7% and about 35% after 4 hours; 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55% and about 80% after 14 hours; and 

(e) and/n excess of about 75% after 24 hours. 



and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at/lOO rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30% and about 68% after about 8 hours; 
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(d) in excess of about 75% after about 24 hours, ^herein the 
preparation comprises a plurality of microgranules, wherein eacti microgranule 
comprises a central core of the form of diltiazem or a pharmaceutically acceptable 
salt thereof, associated with a wetting agent, wherein the central core is coated with 
a microporous membrane in which the core and membrane comprise: 

(i) in the core, 

(a) between about 69% and ab^ut 73% (% w/w of the total 
preparation) of Diltiazem or pharn?faceutically acceptable salt thereof; 
and 



(b) between about 7% an^ about 8% wetting agent (% w/w of the 
total preparation); 

together with suitable adjuvants; and 

(ii) in the membrane, 

(c) between ^out 0.3% and about 0.6% of the total preparation of 
water-soluble^and/or water-dispersible polymer; and 

(d) between about 7% and about 11% (% w/w of the preparation) 
of a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl/ester, together with suitable adjuvants. 



53. A method of treatment of a patient's hypertension and/or angina comprising 
the administration of the preparation of Diltiazem of claim 52 to the patient in the 
evening for eff^tive treatment of the patient's hypertension and /or angina the next 
morning. 

54. The preparation of claim 9, 10, 11, 12/13, 14, 15, 16, 44 or 45 wherein the 
preparation is a tablet and the tablet comprises microgranules in association with 
wax placebo beads which wax placebo beads serve to absorb the shock placed on the 




microgranules of Diltiazem during the taplet process, together with suitable 
excipients and adjuvants. / 

55. A method of treatment of a pati^it's hypertension and/ or angina comprising 
the administration of the preparation of Dihiazem of claim 54 to the patient in the 
evening for effective treatment of the patient's hypertension and/or angina the next 
morning. / 

56. (amended) A controlled-release Gadenical preparation of pharmaceutically 
acceptable Diltiazem including the phanrmaceutically acceptable salts thereof, 
suitable for evening dosing every 24 hoiirs containing from about 120 mg to about 
540 mg of the form of Diltiazem with ^xcipients to provide controlled (sustained) 
release of the form of Diltiazem from the preparation for providing a Cmax of 
Diltiazem in the blood at between about 10 hours and about 15 hours (Tmax) after 
administration of the preparation,/the preparation being in a sustained-release 
dosage form in which the Diltia/zem is adapted to be control released after 
administration of the preparation over a period of time wherein the preparation 
comprises a plurality of microgra/nules, each microgranule comprising a central core 
containing the form of diltiazem coated with a microporous membrane and the 
central core comprises Diltiazem or pharmaceutically acceptable salt thereof 
associated with a wetting agent in which the core and membrane comprise: 

(i) in the core, / 

(a) betXeen about 50% and about 85% (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and / 

(b) /between about 2% and about 25% wetting agent (% w/w of the 
totalA>reparation); 

together with suitable adjuvants; and 



(ii) in the membrane. 
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(c) between about 0.1% ancr about 2% of the total preparation of 
water-soluble and/or water;^spersible polymer; and 

(d) . between about^5% and about 20% (% w/w of the preparation) 
of a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl ester, toother with suitable adjuvants. 



57. The preparation of claim 56 wherein the microgramules are in capsule form. 

58. The preparation of claim 56 wherein the microgyanules are in tablet form. 



59. (amended) The preparation of claim 56, 
membrane comprise: 



or 58 wherein the core and 



(i) in the core, 

(a) between about 69% and ^bout 73% (% w/w of the total 
preparation) of Diltiazem or phamnaceutically acceptable salt thereof; 
and 

(b) between about 7% and ^bout 8% wetting agent (% w/w of the 
total preparation); 

together with suitable adjuvants; a^d 

(ii) in the membrane. 



(c) between about 0.3% and about 0.6% of the total preparation of 
water-soluble and/or water-dispersible polymer; and 



(d) between about^% and about 11% (% w/w of the preparation) 
of a neutral copolymer of acrylic acid ethyl ester and acrylic acid 
methyl ester, together with suitable adjuvants. 
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60. (Twice Amended) A controlled-release Galenical preparation of 
pharmaceutically acceptable Diltiazem including the phai^aceutically acceptable 
salts thereof, suitable for evening dosing every 24 hoursycontaining from about 120 
mg to about 540 mg of the form of Diltiazem with exofpients to provide controlled 
(sustained) release of the form of Diltiazem from the preparation for providing a 
Cmax of Diltiazem in the blood at between abcmt 10 hours and about 15 hours 
(Tmax) after administration of the preparation, me preparation being in a sustained- 
release dosage form in which the Diltiazem is adapted to be control released after 
administration of the preparation over a period of time wherein the preparation 
comprises a plurality of microgranules, earn microgranule comprising a central core 
containing the form of diltiazem coatea with a microporous membrane and the 
central core comprises Diltiazem oy pharmaceutically acceptable salt thereof 
associated with a wetting agent in which the core and membrane comprise: 

(i) in the core, 

(a) between al6out 50% and about 85% (% w/w of the total 
preparation) of Oiltiazem or pharmaceutically acceptable salt thereof; 
and 

(b) between about 2% and about 25% wetting agent (% w/w of the 
total preparation); 



together with smi table adjuvants; and 



(ii) in the yrnembrane. 



(c) / between about 0.1% and about 2% of the total preparation of 
water-soluble and /or water-dispersible polymer; and 



(d) ybetween about 5% and about 20% (% w/w of the preparation) of a 
neutral copolymer of acrylic acid ethyl ester and acrylic acid methyl ester, together 
with suitable adjuvants wherein the core and membrane comprise: 



% W/W 



(a) 

(b) 

(c) 

(d) 

(e) 

(f) 

Cg) 

(h) 

(i) 

(i) 

(k) 



Diltiazem hydrochloride / 69-73 

MicrocrystaUine cellulose (Avicel ph3!Dl)8 - 9.5 

Povidone K30 / 1-2 

Sucrose stearate (crodesta F150) / 7-8 

Magnesium stearate NF / 0.5 - 2.5 

Talc USP / 0.5 - 5.0 

Titaiuum dioxide (USP) / 0.15-0.3 

HydroxypropylmethylofeUulose 2910 0.3 - 0.6 

Polysorbate 80 (tween) 0.01 - 0.025 

Simeticone C emulsfon USP (dry of 30%) 0.01 - 0.015 
a neutral copolyr^r of acrylic acid ethyl ester and acrylic acid methyl ester 

(dry of 30%) / 7-11 

Purified watei/USP 0 (used for mixing). 



61. The preparation of claim 56, 58, 59 or 60 wherein the preparation is a tablet 
and the tablet comprises microgranules in association with wax placebo beads which 
wax placebo beads serve to absorb the shock placed on the microgranules of 
Diltiazem during the tablet process, together with suitable excipients and adjuvants. 




'\62,„,'(mnended) A method of treatment of a patient's hypertension and /or 
angina comprising the administration/of the preparation of Diltiazem of claim 56 to 
the patient in the evening for elective treatment of the patient's hypertension 
and /or angina the next morning^ 



